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IMpower133 and IMbrella A: long-term OS

OS rate 

(95% CI), %

IMpower133 

and IMbrella A 

Atezo + CP/ET 

(n=201)

IMpower133

only

Placebo + CP/ET 

(n=202)

1-year 52% (45-59) 39% (32-46)

2-year 22% (16-28) 16% (11-21)

3-year 16% (11-21) NEa

4-year 13% (8-18) NEa

5-year 12% (7-17) NEa

Atezo + CP/ET

(n=201)

Placebo + CP/ET

(n=202)

OS events, n (%) 159 (79.1) 169 (83.7)

Median OS (95% CI), months 12.3 (10.8, 15.8) 10.3 (9.3, 11.3)
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Atezo + CP/ET 201 182 159 121 93 81 61 48 38 33 30 30 28 26 17 15 15 14 14 12 11 10  8 7 2

Placebo + CP/ET 202 186 160 114 74 55 39 34 25 11  3 2

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Months

Atezo + CP/ET median follow-up: 59.4 months (range, 0.0-72.6) 

Placebo + CP/ET median follow-up: 26.4 months (range, 0.0-34.4)

5-year OS, 12%

Clinical cutoff date: 16 March 2023. NE, not estimable. a OS rates were NE in the control arm as rollover to IMbrella A was not permitted.

6.

P
r
e
s
e
n
t
e
d 
b
y
: 
S
t
e
p
h
e
n 
V
. 
L
i
u

I
M
b
r
e
l
l
a 
A 
r
e
s
u
l
t
s 
a
s 
a
n 
e
x
t
e
n
s
i
o
n 
o
f 
I
M
p
o
w
e
r
1
3
3

https://ter.li/b12nvl



Benmelstobart with Anlotinib plus Chemotherapy 

as First-line Therapy for ES-SCLC: A Randomized, 
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Study Design

• A multicenter, placebo-controlled, randomized phase III trial in first-line ES-SCLC.

Induction (Four 21-day cycles) Maintenance*

Key Eligibility Criteria

• 18-75 years

• Pathologically confirmed diagnosis 
of ES-SCLC

• No prior systemic therapy

• Measurable lesion (RECIST1.1)

• Asymptomatic or treated and 
stable brain metastases permitted

• ECOG PS 0 or 1

• Adequate organ function

Benmelstobart (1200mg, d1)

+ Anlotinib (12mg, d1-14)

+ Etoposide + Carboplatin

Placebo + Anlotinib (12mg, d1-14)

+ Etoposide + Carboplatin

Placebo + Placebo

+ Etoposide + Carboplatin

Benmelstobart

+ Anlotinib

Placebo

+ Anlotinib

Placebo

+Placebo

Primary Endpoints

• OS (IRC, RECIST1.1 )

• PFS (IRC, RECIST1.1)

Secondary Endpoints

• PFS (investigator, 

RECIST1.1 and iRECIST)

• ORR

• DCR

• DOR

• 6-mo/12-mo PFS rate

• 12-mo/18-mo OS rate

• Quality of Life

• Safety and tolerability

R

(1:1:1)

N=738

➢ Stratified by: ECOG PS (0/1); brain metastases (Y/N); liver metastases (Y/N).

➢ Statistical Consideration

- The primary efficacy endpoints of this trial are PFS and OS. In this study, a fixed-sequence test will be used for comparisons between treatment groups.

- The previous study showed that the median OS and PFS in the control group were 10 and 4 months, respectively. Patients were enrolled within a 12-month accrual period with an 18-month follow-up and were randomly assigned (1:1:1) 
to three groups. The power was 85% with a type I error rate of 0.050 and a dropout incidence of 10%. The type I error rate in the interim analysis for PFS will be controlled by the Method Based on the Sum of P-values (MSP). The initial 
sample size in this study will be estimated based on PFS using a computer simulation program.

* During maintenance therapy, patients are allowed to receive PCI, but not thoracic radiation.



Primary Endpoint: PFS (ITT Population)

Data cutoff date: May 14, 2022; median follow-up was 14.0 months (range, 12.8-15.5).
*P value in sensitivity analysis was done using unstratified log-rank test. †Hazard ratios (HR) in sensitivity analysis was estimated using unadjusted Cox proportional hazards model.

Events,
n (%)

mPFS, 6-mo PFS rate, 12-mo PFS rate,
mo (95%Cl) % (95%Cl) % (95%Cl)

Benmelstobart+Anlotinib+EC 146
(59.35)

6.93
(6.18-8.25)

59.11
(52.20-65.35)

27.91
(21.25-34.94)

Placebo+Placebo+EC 199
(80.57)

4.21
(4.17-4.24)

16.55
(11.76-22.06)

2.29
(0.56-6.38)

HR 0.32 (95%Cl 0.26-0.41) † ; P < 0.0001 *



Primary Endpoint: OS (ITT Population)

Events,
n (%)

Data cutoff date: May 14, 2022; median follow-up was 14.0 months (range, 12.8-15.5).
*P value in sensitivity analysis was done using unstratified log-rank test. †Hazard ratios (HR) in sensitivity analysis was estimated using unadjusted Cox proportional hazards model.

mOS,
mo (95%Cl)

12-mo OS rate, 24-mo OS rate,
% (95%Cl) % (95%Cl)

Benmelstobart+Anlotinib+EC 95
(38.62)

19.32
(14.23-NE)

64.12
(57.03-70.34)

41.83
(31.30-52.00)

Placebo+Placebo+EC 134
(54.25)

11.89
(10.74-13.37)

49.00
(41.66-55.93)

24.24
(16.96-32.26)

HR 0.61 (95%Cl 0.46-0.79) † ; P = 0.0002 *



Carboplatin, Etoposide, Bevacizumab, and Atezolizumab 

in Patients with Extensive- Stage SCLC – GOIRC-01-2019 

ML41241

CeLEBrATE Trial
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Giuseppe Lamberti, MD, PhD

Università di Bologna Italy

Investigator-initiated Italian multicentric 

single-arm phase II trial (15 Centers)

EudraCT 2019-003798-25

Statistical design:

Alternative hypothesis: 1-year OS >70%; 

Null hypothesis: 1-year OS <50%; 

Type I error rate of 5% (one-sided)

Power of 90% 

Estimated N = 53



Results – study population

Patient characteristics N=53 (%)

Sex
Female 24 (45.3%)

Male 29 (54.7%)

Age Median (range) 65 years (46 – 79)

Active 24 (45.3%)

Smoking status
Former 26 (49.1%)

Never 1 (1.9%)

Unknown 2 (3.8%)

ECOG PS
0 31 (58.5%)

1 22 (41.5%)

Metastatic sites
Brain 10 (18.9%)

Liver 14 (26.4%)

Sum of longest diameter Median (range) 119.5 mm (17 – 240)

Enrolment: 08/2020 – 03/2022 

Data cutoff: 31/03/2023

N = 66 screened

N = 13 excluded

•N = 1 withdraw consent

•N = 12 screening failure

N = 53 registered

N = 49 off treatment

N = 4 on treatment
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Primary endpoint - Overall survival

Median follow-up: 19.1 months (95%CI 13.4-22.2)

Median OS: 12.7 months (95%CI 11.6-16.1)

38 patients died:

• PD: 32

• Toxicity: 4

• Other: 2
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38/53 12 61.8 (50.7-72.8%)

Censor

32 (1) 9 (11) 2 (15) 0 (15)
No. at Risk (No. Cumulative Censors)

53 (0) 44 (0)

1-year OS: 61.8% (90%CI 50.7-72.8)
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Relapsed SCLC
Anti-DLL3 BiTE and ADCs



Delta-like ligand 3 (DLL3) is expressed on the cell surface of 
SCLC and rarely on normal cells

DLL3 is  an  inh ib i tor y  prote in  o f  Notch 
s igna l ing ,  a  pathway  that  is  invo lved in  
embr yon ic  deve lopment  and neuroendocr ine  
ce l l  d i f ferent ia t ion 1

In  hea l thy  ce l ls ,  DLL3 is  typ ica l l y  located in  
the  Golg i  apparatus  and cy top lasmic  ves ic les ,  
and is  rare ly  found on the ce l lu lar  sur face 2

In  h igh -grade neuroendocr ine cancers ,  
inc lud ing  SCLC,  DLL3 is  expressed on the ce l l  
sur face 1

~85-94% of patients with SCLC express DLL33,4,*

1 .  S a b a r i  J K ,  e t  a l .  N a t  R e v  C l i n  O n c o l  2 0 1 7 ; 1 4 : 5 4 9 – 6 1 ;  2 .  L e o n e t t i  A ,  e t  a l .  C e l l  O n c o l  
( D o r d r )  2 0 1 9 ; 4 2 : 2 6 1 – 7 3 ; 3 .  R o j o  F ,  e t  a l .  L u n g  C a n c e r  2 0 2 0 ; 1 4 7 : 2 3 7 – 4 3 ;  4 .  P a z - A r e z  L ,  e t  
a l .  J  C l i n  O n c o l  2 0 2 3 ; 4 1 : 2 8 9 3 – 9 0 3 .

* B a s e d  o n  a  s t u d y  w h e r e  p r e s e n c e  o f  D L L 3  s t a i n i n g  c o u l d  b e  p u n c t a t e  a n d / o r  d i f f u s e  
c y t o p l a s m i c  a n d / o r  p a r t i a l  o r  c i r c u m f e r e n t i a l  m e m b r a n o u s  s t a i n i n g ,  a n d  a  s t u d y  t h a t  e v a l u a t e d  

s u r f a c e  D L L 3  e x p r e s s i o n . 3 , 4  

B i T E ® ,  B i s p e c i f i c  T - c e l l  E n g a g e r ;  DLL3, delta-like ligand 3;  SCLC, small cell lung cancer.

DLL3 expression

Healthy cell2 SCLC cell1,3
DLL3

DLL3

Golgi 

apparatus

Vesicles

DLL3 is a tumor-associated antigen and a potential target for T-cell engagers



Selected investigational T-cell engagers targeting DLL3

1 .  P a z - A r e s  L ,  a t  a l .  A S C O  2 0 2 3 ;  p o s t e r  2 3 2 a ;  2 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 5 0 6 0 0 1 6  ( a c c e s s e d  A u g u s t  2 0 2 3 ) ;
3 .  A a r o n  W ,  e t  a l .  A A C R - N C I - E O R T C  I n t e r n a t i o n a l  C o n f e r e n c e  2 0 1 9 ;  a b s t r a c t  C 0 3 3 ;  
4 .  C l i n i c a l t r i a l s . g o v ,  N C T 0 4 4 7 1 7 2 7  ( a c c e s s e d  J u n e  2 0 2 3 ) ;  5 .  W e r m k e  M ,  e t  a l .  F u t u r e  O n c o l  2 0 2 2 ; 1 8 : 2 6 3 9 – 4 9 ;  
6 .  W e r m k e  M ,  e t  a l .  A S C O  2 0 2 3 ;  a b s t r a c t  8 5 0 2 ;  7 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 5 8 8 2 0 5 8  ( a c c e s s e d  J u n e  2 0 2 3 ) .

α A L B ,  a n t i - a l b u m i n ;  I g G ,  i m m u n o g l o b u l i n  G ;  
m A b ,  m o n o c l o n a l  a n t i b o d y ;  s c F v ,  s i n g l e - c h a i n  v a r i a b l e  

f r a g m e n t .   

Anti-CD3ε

Single-domain antibody binds 

albumin to extend serum half-life

Anti-DLL3

αCD3

αALB

αDLL3

DLL3 CD3

Linkers

Engineered FcFc domain

(to extend half-life)

Anti-CD3

Anti-DLL3

Tarlatamab

Half-life extended BiTE molecule 

(bispecific T-cell engager) 

Phase 2/31,2

HPN328

TriTAC (trispecific 

T cell-activating construct)

Phase 1/23,4

BI 764532 

Bispecific mAb

Phase 1/25–7



• Tarlatamab administered by IV infusion Q2W

• Step-dosing starting with the 3 mg cohort 

(1 mg followed by target dose on day 8, day 15, and Q2W thereafter)

Phase 1 DeLLphi-300: tarlatamab in relapsed/refractory SCLC
Study design

P a z - A r e s  L ,  e t  a l .  J  C l i n  O n c o l  2 0 2 3 ; 4 1 : 2 8 9 3 – 9 0 3 .

D a t a  c u t - o f f :  1 9  J u l y  2 0 2 2

D L T ,  d o s e - l i m i t i n g  t o x i c i t y ;  D O R ,  d u r a t i o n  o f  r e s p o n s e ;  E C O G ,  E u r o p e a n  C o o p e r a t i v e  O n c o l o g y  

G r o u p  P e r f o r m a n c e  S t a t u s ;  

I V ,  i n t r a v e n o u s ;  M T D ,  m a x i m u m  t o l e r a t e d  d o s e ;  O R R ,  o b j e c t i v e  r e s p o n s e  r a t e ;  

O S ,  o v e r a l l  s u r v i v a l ;  P F S ,  p r o g r e s s i o n - f r e e  s u r v i v a l ;  P K ,  p h a r m a c o k i n e t i c s ;  Q 2 W ,  o n c e  i n  e v e r y  

t w o  w e e k s ;  R P 2 D ,  r e c o m m e n d e d  P h a s e  2  d o s e ;  S O C ,  s t a n d a r d - o f - c a r e ;  T T R ,  t i m e  t o  r e s p o n s e .

Clinicaltrials.gov identifier: NCT03319940

Key eligibility criteria

• Histologically or cytologically confirmed SCLC 

• Progressed or recurred following ≥1 platinum-based 

chemotherapy (including PD-L1 inhibitor if SOC)

• ≥2 measurable lesions

• ECOG PS: 0–2

• If present, clinically/radiologically stable brain 

metastases following treatment

Primary endpoint: safety including DLTs, TEAEs, and TRAEs

Key secondary endpoints: ORR, DOR, TTR, PFS, OS, and PK

Exploratory endpoint: evaluate immunogenicity, target protein expression and clinical benefit

Dose expansion
Dose exploration

(0.003 mg–100 mg)



Phase 1 DeLLphi-300: tarlatamab in relapsed/refractory SCLC 
Anti-tumor activity

P a z - A r e s  L ,  e t  a l .  J  C l i n  O n c o l  2 0 2 3 ; 4 1 : 2 8 9 3 – 9 0 3 .

D a t a  c u t - o f f  1 9  J u l y  2 0 2 2 ;  m e d i a n  f o l l o w - u p :  8 . 7  m o n t h s  ( r a n g e  0 . 2 – 3 1 . 8 )
B e s t  p e r c e n t  c h a n g e  f r o m  b a s e l i n e  i n  t u m o r  b u r d e n  ( d e f i n e d  b y  t h e  s u m  o f  t h e  l o n g e s t  d i a m e t e r s  o f  a l l  t a r g e t  l e s i o n s )  i n  9 4  

p a t i e n t s  w h o s e  d a t a  c u t o f f  d a t e  i s  a t  l e a s t  9  w e e k s  a f t e r  t h e  f i r s t  d o s e  d a t e  a n d  f o r  w h o m  p o s t b a s e l i n e  t u m o r  d a t a  w e r e  
a v a i l a b l e .  U n l a b e l e d  b a r s  i n c l u d e  c o n f i r m e d  a n d  u n c o n f i r m e d  P D .

S D ^  i n d i c a t e s  p a t i e n t s  h a d  a n  i n i t i a l  r e s p o n s e  b u t  d i d  n o t  h a v e  c o n f i r m a t i o n  o f  r e s p o n s e  o n  t h e  s u b s e q u e n t  s c a n ;  
P R * * i n d i c a t e s  p a t i e n t s  h a d  a n  i n i t i a l  P R  a n d  s t i l l  h a v e  p o t e n t i a l  f o r  f u t u r e  c o n f i r m a t i v e  s c a n s .  

* I n d i c a t e s  s t e p  d o s i n g  ( i . e . ,  1  m g  r u n - i n  d o s e )  w a s  u s e d  i n  t h e s e  c o h o r t s ;  
C R ,  c o m p l e t e  r e s p o n s e ;  D C R ,  d i s e a s e  c o n t r o l  r a t e ;  N E ,  n o t  e s t i m a b l e ;  P D ,  p r o g r e s s i v e  d i s e a s e ;  P R ,  p a r t i a l  r e s p o n s e ;  R E C I S T ,  

R e s p o n s e  E v a l u a t i o n  C r i t e r i a  i n  S o l i d  T u m o r s ;  S D ,  s t a b l e  d i s e a s e .

Modified RECIST 1.1 response,
n (%)

Patients
(N=107)

ORR, confirmed, % (95% CI) 25 (23)

CR, confirmed, n (%) 2 (2)

PR, confirmed, n (%) 23 (22)

SD, n (%) 30 (28)

DCR, n (%) 55 (51)

0.003 mg (n=1)

0.3 mg (n=9)

30 mg (n=7)*

0.01 mg (n=1)

1 mg (n=8)

100 mg (n=13)*

0.03 mg (n=1)

3 mg (n=9)*

100 mg (dose expansion) (n=28)*

0.1 mg (n=1)

10 mg (n=16)*

Cohort
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DeLLphi-301 Study Design
Phase 2, open-label study (NCT05060016)

Primary Endpoint: ORR per RECIST v1.1 by BICR, TEAEs, tarlatamab serum concentrations

Secondary Endpoints Included: DOR, DCR, PFS per RECIST v1.1 by BICR, OS

Dose 

Selection*

Part 1: 

Dose Evaluation
Part 2: 

Dose Expansion

Key Inclusion Criteria

• ES-SCLC 
• Previous treatment with 

≥ 2 lines (including 
platinum-doublet) 

• ECOG PS 0–1
• Measurable disease 
• Treated and stable 

brain metastases 
allowed

Part 3: 

Reduced Inpatient 

Monitoring Period

R
1:1

Tarlatamab 100 mg

(n = 88)

1 mg on Day 1, followed by 100 mg

on Days 8, 15, and Q2W thereafter

Tarlatamab 10 mg

(n = 12)

Same dosing as in Part 1

Tarlatamab 10 mg

(n = 88)

1 mg on Day 1, followed by 10 mg

on Days 8, 15, and Q2W thereafter Tarlatamab 10 mg

(n = 34)

Same dosing as in Part 1

ITT analysis set

*Once 30 patients per dose level had the opportunity to confirm an objective response after the first post-treatment scan or ≥ 13 weeks of follow-up, whichever occurred first. 
BICR, blinded independent central review; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ES-SCLC, extensive stage-small cell lung cancer; ITT, intention-to-treat; ORR, objective response rate; OS, overall survival; PFS, progression-free 
survival; Q2W, every 2 weeks; R, randomization; RECIST, Response Evaluation Criteria in Solid Tumors; TEAE, treatment-emergent adverse event. 
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Data cutoff, June 27, 2023. Median follow-up was 10.6 months for tarlatamab 10 mg and 10.3 months for tarlatamab 100 mg. 

*No patients of American Indian, Alaska Native, Native Hawaiian, or other Pacific Islander race were enrolled.
†Platinum sensitivity was calculated as end of first-line platinum therapy to date of first progression.
‡DLL3 sample analysis from Part 3 in progress.

DLL3, delta-like ligand 3; ECOG, Eastern Cooperative Oncology Group; N/A, not available; PD-(L)1, programmed death 1 / ligand 1.

Part 1 + 2

Tarlatamab 10 mg

(n = 100)

Part 1

Tarlatamab 100 mg

(n = 88)

Part 3

Tarlatamab 10 mg

(n = 34)

Median age, years (range) 64 (35–82) 62 (34–80) 66 (49–80)

Male, % 72 70 71

Asian / Black or African American / White,* % 41 / 0 / 58 41 / 0 / 58 6 / 3 / 91

Ever smoker / non-smoker, % 92 / 8 94 / 6 97 / 3

ECOG performance status: 0 / 1, % 26 / 74 27 / 73 29 / 71

Prior lines of therapy, median (range) 2 (1–6) 2 (1–8) 2 (2–6)

2 prior lines of therapy, % 65 55 65

≥ 3 prior lines of therapy, % 33 43 35

Prior anti-PD-(L)1 treatment, % 73 70 82

< 90 days to progression after first-line platinum therapy,† % 28 20 21

Brain / liver metastases, % 23 / 39 36 / 34 12 / 35

DLL3 expression (> 0%), n/N evaluable (%) 80/83 (96) 71/74 (96) N/A‡

Baseline Characteristics
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Data cutoff, June 27, 2023. Median follow-up was 10.6 months for tarlatamab 10 mg and 10.3 months for tarlatamab 100 mg. The efficacy analysis set consists of patients in Parts 1 and 2 (N = 188). 

Part 3 did not have adequate follow-up for response analysis. 

*Not evaluable and no post-baseline scan were considered non-responders for response analysis.  SCLC, small cell lung cancer. 

Tarlatamab Anti-Tumor Activity

Outcome
Tarlatamab 10 mg

(n = 100)

Tarlatamab 100 mg

(n = 88)

Objective response rate, n (%)

(97.5% CI)

40 (40.0)

(29.1, 51.7)

28 (31.8)

(21.1, 44.1)

Complete response 1 (1) 7 (8)

Partial response 39 (39) 21 (24)

Stable disease 30 (30) 27 (31)

Progressive disease 20 (20) 13 (15)

Not evaluable / no post-baseline scan* 10 (10) 20 (23)

Observed duration of response ≥ 6 months, n/N (%) 23/40 (58) 17/28 (61)

Disease control rate, n (%)

(95% CI)

70 (70.0)

(60.0, 78.8)

55 (62.5)

(51.5, 72.6)

Tarlatamab 10 mg demonstrated anti-tumor activity in heavily pre-treated SCLC with an objective response 

rate of 40%
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Anti-tumor Activity

Shown are 91 of 100 patients (tarlatamab 10 mg) and 70 of 88 patients (tarlatamab 100 mg) who had available post-baseline measurements of target lesions. 
†DLL3 expression was assessed by immunohistochemistry of tumor tissue samples. 

CR, complete response; DLL3, delta-like ligand 3; NE, not evaluable; PD, progressive disease, PR, partial response; SD, stable disease.
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Response

Tarlatamab 10 mg

(n = 91)

Tarlatamab 100 mg

(n = 70)

*

* *

* *
*

*

*

**

*

*
*

*
*

*
*

*
*

**

**

*

* Not evaluable / unavailable

Undetectable DLL3

DLL3 Expression†

All other patients shown

had detectable DLL3

*

Responses were observed regardless of DLL3 expression, as well as in patients without evaluable tumor 

tissue
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PFS and OS

Median follow-up was 10.6 months for tarlatamab 10 mg and 10.3 months for tarlatamab 100 mg.

NE, not estimable; OS, overall survival; PFS, progression-free survival.

OS data is not yet mature; at the last follow-up, 57% of patients in the tarlatamab 10 mg group and 51% of 

patients in the tarlatamab 100 mg group were still alive

Outcome

Tarlatamab

10 mg

(n = 100)

Tarlatamab

100 mg

(n = 88)

Median PFS

(95% CI)
4.9 (2.9, 6.7) 3.9 (2.6, 4.4)

Outcome

Tarlatamab

10 mg

(n = 100)

Tarlatamab

100 mg

(n = 88)

Median OS

(95% CI)
14.3 (10.8, NE) NE (12.4, NE)

Number of Patients at Risk:

Tarlatamab 10 mg      100                       53                      35                        18                          2 0                      100                   84                    67                     44          17                     3                      0

Tarlatamab 100 mg      88                       41                    26                        15                          3                           0                        88                62                    53                     39                     16                     2                      0

Months
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Phase 3 DeLLphi-304: tarlatamab vs SOC in relapsed SCLC

1 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 5 7 4 0 5 6 6  ( a c c e s s e d  J u n e  2 0 2 3 ) ;  
2 .  P a z - A r e s  L ,  a t  a l .  A S C O  2 0 2 3 ;  p o s t e r  2 3 2 a .

* O t h e r  s e c o n d a r y  e n d p o i n t s  i n c l u d e :  O S  r a t e  a t  1  y e a r ,  2  y e a r s ,  a n d  3  y e a r s  f r o m  r a n d o m i z a t i o n ,  

P F S  a t  1  y e a r  

 f r o m  r a n d o m i z a t i o n ,  i m m u n o g e n i c i t y  o f  t a r l a t a m a b ,  t i m e  t o  d e t e r i o r a t i o n  ( T T D )  o f  s y m p t o m s .
† A d m i n i s t e r e d  a s  a  6 0 - m i n u t e  I V  i n f u s i o n .  ‡ S O C  ( 2 1 - d a y  c y c l e ) :  L u r b i n e c t e d i n  ( U S A ,  C A N ,  A U S ,  S G P ,  

a n d  K O R )  w i l l  b e  a d m i n i s t e r e d  a s  3 . 2  m g / m 2  I V  o n  d a y  1  e v e r y  3  w e e k s .  T o p o t e c a n  ( a l l  c o u n t r i e s ,  

e x c e p t  J P N  a n d  C H N )  w i l l  b e  a d m i n i s t e r e d  a s  I V  a t  1 . 5  m g / m 2  o r  o r a l  a t  2 . 3  m g / m 2 / d a y  o n  d a y s  1 ,  

2 ,  3 ,  4 ,  a n d  5  e v e r y  3  w e e k s .  T o p o t e c a n  ( C H N )  w i l l  b e  a d m i n i s t e r e d  a s  I V  a t  1 . 2 5  m g / m 2  o r  o r a l  a t  

2 . 3  m g / m 2 / d a y  o n  d a y s  1 ,  2 ,  3 ,  4 ,  a n d  5  e v e r y  3  w e e k s .  

A m r u b i c i n  ( J P N )  w i l l  b e  a d m i n i s t e r e d  a s  4 0  m g / m 2  I V  o n  d a y s  1  t o  3  e v e r y  3  w e e k s .

D C R ,  d i s e a s e  c o n t r o l  r a t e ;  P R O ,  p a t i e n t - r e p o r t e d  o u t c o m e .

Key eligibility criteria

• Histologically or cytologically confirmed SCLC 

• Progressed or recurred following 1 platinum-based 

chemotherapy (including PD-L1 inhibitor if SOC)

• Evaluable tumor sample for central testing

• Measurable disease as defined per RECIST 1.1

• ECOG PS: 0–1

Tarlatamab†

Cycle 1: 1 mg D1, 10 mg D8 and D15, and Q2W 
thereafter

28-day cycle

Clinicaltrials.gov identifier: NCT05740566

SOC‡

Topotecan (all countries except Japan)
Lurbinectedin (USA, CAN, AUS, SGP, KOR)

Amrubicin (JPN)
21-day cycle

N=~700

Primary endpoint: OS

Secondary endpoints*: PFS, PROs, ORR, DCR, DOR, PK, TEAEs

Exploratory endpoint: quantification of relevant SCLC biomarker expression

R

1:1



Overview of ongoing tarlatamab trials in SCLC

1 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 3 3 1 9 9 4 0  ( a c c e s s e d  J u n e  2 0 2 3 ) ;  2 .  P a z - A r e s  L ,  e t  a l .  J  C l i n  O n c o l  2 0 2 3 ; 4 1 : 2 8 9 3 – 9 0 3 ;  
3 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 5 0 6 0 0 1 6  ( a c c e s s e d  J u n e  2 0 2 3 ) ;  4 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 4 8 8 5 9 9 8  ( a c c e s s e d  J u n e  
2 0 2 3 ) ;  
5 .  D o w l a t i  A ,  e t  a l .  A n n  O n c o l  2 0 2 1 ; 3 2 ( s u p p l _ 5 ) : S 1 1 6 4 – 7 4 . 1 0 . 1 0 1 6 ;  6 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 5 3 6 1 3 9 5  ( a c c e s s e d  
J u n e  2 0 2 3 ) ;  
7 .  G a d g e e l  S M ,  e t  a l .  A n n  O n c o l  2 0 2 2 ; 3 3 ( s u p p l _ 7 ) : S 7 0 1 – 2 . 1 0 . 1 0 1 6 ;  8 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 5 7 4 0 5 6 6  ( a c c e s s e d  
J u n e  2 0 2 3 ) ;  
9 .  P a z - A r e s  L ,  a t  a l .  A S C O  2 0 2 3 ;  p o s t e r  2 3 2 a .

* A c c o r d i n g  t o  C l i n i c a l T r i a l s . g o v .
† ≥ 2  p r i o r  l i n e s  o f  t r e a t m e n t .

1 L ,  f i r s t  l i n e  t h e r a p y ;  2 L ,  s e c o n d  l i n e  t h e r a p y .

Clinical trial name Phase Tarlatamab treatment Status*

DeLLphi-3001,2 1 Tarlatamab in relapsed/refractory SCLC Recruiting

DeLLphi-3013 2 Tarlatamab in heavily pretreated† patients with SCLC† Active, not recruiting

DeLLphi-3024,5 1b
Tarlatamab in combination with an anti-PD1 monoclonal antibody in 

SCLC (2L or later)
Active, not recruiting

DeLLphi-3036,7 1b Tarlatamab in combination with SOC in 1L ES-SCLC Recruiting

DeLLphi-3048,9 3 Tarlatamab vs SOC chemotherapy in 2L SCLC Recruiting



HPN328 Phase 1/2 trial: dose exploration and 

monotherapy/combination therapy in relapsed/refractory SCLC

1 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 4 4 7 1 7 2 7  ( a c c e s s e d  A u g u s t  2 0 2 2 ) ;  2 .  J o h n s o n  M L ,  e t  a l .  
A S C O  2 0 2 2 ;  a b s t r a c t  8 5 6 6 ;  
3 .  H a r p o o n  T h e r a p e u t i c s .  P r e s s  r e l e a s e .  A v a i l a b l e  a t :  
h t t p s : / / i r . h a r p o o n t x . c o m / n e w s - r e l e a s e s / n e w s - r e l e a s e - d e t a i l s / h a r p o o n - p r e s e n t s -
i n t e r i m - d a t a - o n g o i n g - d o s e - e s c a l a t i o n - p o r t i o n - t  ( a c c e s s e d  A u g u s t  2 0 2 3 ) .  R P 2 D ,  r e c o m m e n d e d  P h a s e  2  d o s e .

Key eligibility criteria1

• Histologically or cytologically confirmed SCLC 

associated with DLL3 expression 

• Progressed or recurred following 1 line of 

systemic therapy including platinum-based 

chemotherapy 

• Evaluable tumor sample for central testing

Clinicaltrials.gov identifier: NCT04471727

Phase 1
Primary endpoints2: safety, tolerability, determination of MTD/RP2D

Key secondary endpoints2: PK/PD, immunogenicity, preliminary anti-tumor activity (RECIST 1.1)

Dose exploration
(8 dosing cohorts: 

0.015–12.0 mg)2

Phase 1 Phase 2

Combination therapy 
with atezolizumab 

N=18

(as of 21 April 2022)3



Recruitment

• 18 patients enrolled so far as of April 21, 2022, including 11 patients with SCLC

Safety

• Well tolerated; Grade 1–2 CRS reported in 22% of patients

• No dose-limiting toxicities or Grade 3+ CRS or ICANS events observed 

Efficacy

• 3/11 patients with SCLC across all dose cohorts showed ≥30% target lesion reduction

• 4/6 SCLC patients receiving ≥1.215 mg HPN328 QW showed target lesion reduction

• Included one partial response with a 53% target lesion reduction at week 10 who previously achieved 

best overall response of stable disease on platinum-based chemo-immunotherapy

HPN328 Phase 1/2 trial: interim data

1  P r e s s  r e l e a s e .  A v a i l a b l e  a t :  h t t p s : / / i r . h a r p o o n t x . c o m / n e w s - r e l e a s e s / n e w s -
r e l e a s e - d e t a i l s / h a r p o o n - p r e s e n t s - i n t e r i m - d a t a - o n g o i n g - d o s e - e s c a l a t i o n -
p o r t i o n - t  ( a c c e s s e d  A u g u s t  2 0 2 3 ) .



BI 764532 Phase 1 trial: dose exploration in patients with SCLC 
or other DLL3-positive neuroendocrine cancers   

1 .  W e r m k e  M ,  e t  a l .  F u t u r e  O n c o l  2 0 2 2 ; 1 8 : 2 6 3 9 – 4 9 ;  2 .  W e r m k e  M ,  e t  a l .  A S C O  
2 0 2 3 ;  a b s t r a c t  8 5 0 2 .

* i n c l u d e s  a t  l e a s t  o n e  l i n e  o f  c h e m o t h e r a p y  a n d  p l a t i n u m - b a s e d  

c h e m o t h e r a p y  f o r  S C L C .

Key eligibility criteria1

• Histologically confirmed SCLC or 

neuroendocrine carcinomas associated with 

DLL3 expression 

• Failed or not eligible for standard therapies* 

according to local guidelines

• ECOG PS 0–1

• ≥1 evaluable lesion outside of CNS (per 

RECIST v1.1)

Clinicaltrials.gov identifier: NCT04429087

Phase 1a1,2

Primary endpoint: determination of MTD/RP2D

Key secondary endpoints: objective response (RECIST v1.1), PK/PD, safety, tolerability 

Regimen A 

8 dose levels

Fixed dose Q3W

Regimen B1

3 dose levels

Fixed dose QW

Regimen B2

6 dose levels

Step-in doses followed by a fixed dose QW

Dose exploration1,2

N=90

(as of 28 December 2022)2



Recruitment

• As of December 28, 2022, 90 patients received ≥1 dose of BI 7645321

Safety

• Dose-limiting toxicities were observed in 1 patient on regimen A (Grade 3 confusion) and 4 patients on 

regimen B2 (Grade 3–4 CRS, Grade 3 nervous system disorder, Grade 2 infusion-related reaction)

• Most common TRAEs were CRS, pyrexia, decreased lymphocytes, asthenia, and dysgeusia

• MTD has not yet been reached and dose escalation is ongoing

Efficacy

• In patients with SCLC (n=24) or NEC (n=23) who received the target dose of BI 764532, ORR was 

33% and 22% across all regimens, respectively

• One patient with LCNEC was also evaluable for response and achieved partial response

BI 764532 Phase 1 trial: interim data

W e r m k e  M ,  e t  a l .  A S C O  2 0 2 3 ;  a b s t r a c t  8 5 0 2 .

* i n c l u d e s  a t  l e a s t  o n e  l i n e  o f  c h e m o t h e r a p y  a n d  p l a t i n u m - b a s e d  

c h e m o t h e r a p y  f o r  S C L C

L C N E C ,  l a r g e  c e l l  N E C .



Other ongoing BI 764532 trials in SCLC

1 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 5 8 7 9 9 7 8  ( a c c e s s e d  A u g u s t  2 0 2 3 ;  2 .  C l i n i c a l T r i a l s . g o v ,  
N C T 0 5 9 6 3 8 6 7  ( a c c e s s e d  A u g u s t  2 0 2 3 ) ;  
3 .  C l i n i c a l T r i a l s . g o v ,  N C T 0 5 9 9 0 7 3 8  ( a c c e s s e d  A u g u s t  2 0 2 3 ) ;  4 .  C l i n i c a l T r i a l s . g o v ,  
N C T 0 5 8 8 2 0 5 8  ( a c c e s s e d  A u g u s t  2 0 2 3 ) .  * A c c o r d i n g  t o  C l i n i c a l T r i a l s . g o v .

Clinical trial name 

or identifier 
Phase Study objective/treatment Status*

NCT058799781 1
BI 764532 in combination with ezabenlimab in DLL3-positive 

SCLC or other neuroendrocine tumors
Recruiting

NCT059638672 1
BI 764532 biodistribution and tumor uptake in SCLC or 

neuroendrocine carcinoma
Not yet recruiting

DAREON-93 1b
BI 764532 dose escalation study in combination with 

topotecan in 2L SCLC

Not yet recruiting

DAREON-54 2
BI 764532 dose selection study in patients with 

relapsed/refractory SCLC or neuroendocrine carcinoma
Not yet recruiting



CRS is a systemic inflammatory response

1 .  S h i m a b u k u r o - V o r n h a g e n  A ,  e t  a l .  J  I m m u n o t h e r  C a n c e r  
2 0 1 8 ; 6 : 5 6 ;  
2 .  C o s e n z a  M ,  e t  a l .  I n t  J  M o l  S c i  2 0 2 1 ; 2 2 : 7 6 5 2 .

C A R ,  c h i m e r i c  a n t i g e n  r e c e p t o r ;  C R S ,  c y t o k i n e  r e l e a s e  s y n d r o m e ;  D C ,  d e n d r i t i c  c e l l ;  
G M - C S F ,  g r a n u l o c y t e - m a c r o p h a g e  c o l o n y  s t i m u l a t i n g  f a c t o r ;  I F N ,  i n t e r f e r o n ;  I L ,  

i n t e r l e u k i n ;  
M C P - 1 ,  m o n o c y t e  c h e m o a t t r a c t a n t  p r o t e i n - 1 ;  N K ,  n a t u r a l  k i l l e r ;  T C E ,  T - c e l l  e n g a g e r ;  

T N F ,  t u m o r  n e c r o s i s  f a c t o r .  

• T-cell immunotherapies may cause CRS1,2

• Proposed mechanism:1,2

Pathophysiology of immunotherapy-induced CRS1,2

Proinflammatory 

cytokine release 

IFN-γ
TNF-α

IL-6, IL-8, IL-10, IL-2, IL-5,
IFN-γ, TNF-α, MCP-1, GM-CSF
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cell

T-cell 
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Endothelial cell
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Immune effector cell-associated neurotoxicity syndrome (ICANS)

The pathophysiology of  ICANS is  
poor ly  understood 1 

Proposed mechanism 2:

1 .  M o r r i s  E C ,  e t  a l .  N a t  R e v  I m m u n o l  2 0 2 2 ; 2 2 ; 8 5 – 9 6 ;  
2 .  M a u s  M V ,  e t  a l .  J  I m m u n o t h e r  C a n c e r 2 0 2 0 ; 8 : e 0 0 1 5 1 1 ;  
3 .  R i c e  J ,  e t  a l .  C u r r  T r e a t  O p t i o n s  N e u r o l  2 0 1 9 ; 2 1 : 4 0 .

B B B ,  b l o o d - b r a i n  b a r r i e r ;  C S F ,  c e r e b r o s p i n a l  f l u i d ;  I C A N S ,  i m m u n e  e f f e c t o r  c e l l –
a s s o c i a t e d  n e u r o t o x i c i t y  s y n d r o m e ;  I L ,  i n t e r l e u k i n ;  T N F ,  t u m o r  n e c r o s i s  f a c t o r .

Systemic inflammation
+

 Cytokine production 

Endothelial cell activation

Blood-brain barrier disruption

Elevated cytokine levels in CSF

Proposed pathophysiology of ICANS3
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Figure created with BioRender.com



Phase 1 DeLLphi-300: tarlatamab in relapsed/refractory SCLC
Cytokine release syndrome

Median durat ion of  CRS was 3 days ( IQR 2 –4 days])

Most CRS events were grade 1–2, occurred in the f i rst  30 days †,  and 
resolved in al l  cases

CRS events were general ly  manageable with observat ion and adequate 
suppor t ive care,  i f  needed (ant ipyret ics,  IV  f lu ids,  and cor t icosteroids)

Tocilizumab was administered to 8/107 patients (7.5%) 

1 .  P a z - A r e s  L ,  e t  a l .  J  C l i n  O n c o l  2 0 2 3 ; 4 1 : 2 8 9 3 – 9 0 3 ;  
2 .  P a z - A r e s  L ,  e t  a l .  J  C l i n  O n c o l  2 0 2 3 ; 4 1 : 2 8 9 3 – 9 0 3  ( s u p p l  p r o t o c o l ) .

D a t a  c u t - o f f  1 9  J u l y  2 0 2 2 ;  m e d i a n  f o l l o w - u p :  8 . 7  m o n t h s  ( r a n g e  
0 . 2 – 3 1 . 8 )

* C R S  b a s e d  o n  A M Q  n a r r o w  s e a r c h ,  w h i c h  i n c l u d e s  c y t o k i n e  a b n o r m a l ,  
c y t o k i n e  r e l e a s e  s y n d r o m e ,  c y t o k i n e  s t o r m ,  a n d  c y t o k i n e  t e s t .  

† O n e  c y c l e  =  2 8  d a y s . 2  

A E ,  a d v e r s e  e v e n t ;  A M Q N ,  A m g e n  M e d D R A  Q u e r y  n a r r o w ;  C R S ,  c y t o k i n e  
r e l e a s e  s y n d r o m e ;  C T C A E ,  C o m m o n  T e r m i n o l o g y  C r i t e r i a  f o r  A d v e r s e  

E v e n t s ;  G - C S F ,  g r a n u l o c y t e  c o l o n y  s t i m u l a t i n g  f a c t o r ;  I C A N S ,  i m m u n e  
e f f e c t o r  c e l l - a s s o c i a t e d  n e u r o t o x i c i t y  s y n d r o m e ;  I V ,  i n t r a v e n o u s .

Patients (N=107) All grades Grade 1–2 Grade 3 Grade 4 Grade 5

CRS*, n (%) 56 (52) 55 (51) 1 (1) 0 0



Phase 1 DeLLphi-300: tarlatamab in relapsed/refractory SCLC
Ad-hoc analysis assessing ICANS and associated neurological events

Ad-hoc safety  analys is  was assessed analyz ing 103 pat ients dosed at  10 mg and 
100 mg in DeLLphi  300

D a t a  o n  F i l e ,  A m g e n
D a t a  c u t - o f f :  2 7  J a n u a r y  2 0 2 3

* m e d D R A  2 5 . 1  i n c l u d i n g  5 8  p r e f e r r e d  t e r m s .

• The most common ICANS and associated neurological events included encephalopathy, muscular 

weakness, and immune effector cell-associated neurotoxicity syndrome

TRAE (N=103) All grades Grade 1 Grade 2 Grade 3 Grade 4

Any ICANS and associated 

neurological events*, n (%)
11 (11) 3 (3) 4 (4) 3 (3) 1 (1)



DS-7300 (B7-H3 DXd Antibody Drug 
Conjugate [ADC]) Shows Durable 
Antitumor Activity in Advanced Solid 
Tumors: Extended Follow -up of a Phase 
1/2 Study
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I f inatamab deruxtecan ( I -DXd)  is  an ADC wi th  3 components

A fully human anti-B7-H3 IgG1 mAb attached to

A topoisomerase I inhibitor payload and an exatecan derivative via

A tetrapeptide-based cleavable linker

Ifinatamab Deruxtecan (I-DXd/DS-7300) in SCLC1

• Payload mechanism 

of action: topoisomerase I 

inhibitor

• High potency of payload

• Optimized DAR ~4

• Payload with short systemic 

half-life

• Stable linker payload

• Tumor-selective cleavable 

linker

• Bystander antitumor effect

Cleavable Tetrapeptide-Based Linker

Topoisomerase I Inhibitor 

Payload (DXd)

Deruxtecan4
Humanized Anti–B7-H3 

IgG1 mAb
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Ifinatamab Deruxtecan (I-DXd/DS-7300) in SCLC:
Antitumor Activity1

DS-7300 Phase 1/2 Study: Antitumor Activity in SCLC Subset1

Responses by RECIST v1.1 (N = 19)

Responses, n (%, 95% CI) 11 (58, 33-80)

Confirmed responses, n (%, 95% CI) 10 (53, 29-76)

Starting dose

6.4 mg/kg 8 mg/kg 12 mg/kg 16 mg/kg
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Time Since Start of Treatment, wk

0 10 20 30

Active Off treatment

Part 1 Escalation Part 2 Expansion 

12.0 mg/kg

(n = 66)

Study Total

(N = 147)4.8 mg/kg

(n = 5)

6.4 mg/kg

(n = 8)

8.0 mg/kg

(n = 19)

12.0 mg/kg

(n = 33)

16.0 mg/kg

(n = 16)

Treatment duration, median (range), wk 9 (3-15) 14 (3-49) 15 (0-51) 13 (0-59) 14 (0-43) 9 (0-48) 12 (0-59)

Any TEAE, n (%) 5 (100) 8 (100) 19 (100) 32 (97) 16 (100) 64 (97) 144 (98)

TEAE with CTCAE grade ≥3 1 (20) 1 (13) 8 (42) 14 (42) 14 (88) 28 (42) 66 (45)

TEAE associated with drug discontinuation 0 0 4 (21) 2 (6) 2 (13) 3 (5) 11 (8)

TEAE associated with dose interruption 1 (20) 0 0 11 (33) 3 (19) 16 (24) 31 (21)

TEAE associated with dose reduction 0 0 2 (11) 4 (12) 5 (31) 7 (11) 18 (12)

Treatment-related TEAE associated with death 0 0 0 0 1 (6) 0 1 (1)
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Sacituzumab govitecan as second-line 

treatment for extensive stage small cell 

lung cancer
Preliminary results from the phase 2 TROPiCS-03 basket trial
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Background and study design

• Treatment options for patients with relapsed SCLC are limited1 

• Sacituzumab govitecan is a Trop-2–directed ADC approved globally for the treatment of 2L+ mTNBC and pretreated HR+/HER2– mBC2,3 and received 

accelerated approval in the United States for 2L mUC3

• The ongoing, open-label, multicohort, phase 2 TROPiCS-03 study (NCT03964727) is evaluating SG in patients with metastatic or locally advanced solid tumors

• At data cutoff (27 July 2023), median follow-up was 5.1 months (range, 1.9-12.2)

Presented by: Afshin Dowlati, MD

2L, second-line; ADC, antibody-drug conjugate; BICR, blinded independent central review; CBR, clinical benefit rate; CNS, central nervous system; D, day; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; 

ES-SCLC, extensive stage small cell lung cancer; HER2–, human epidermal growth factor receptor 2-negative; HR+, hormonal receptor-positive; INV, investigator; IV, intravenous; mBC, metastatic breast cancer; mTNBC, metastatic triple-negative breast cancer; 

mUC, metastatic urothelial cancer; ORR, objective response rate; OS, overall survival; PD, progressive disease; PD-(L)1, programmed death (ligand) 1; PFS, progression-free survival; RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1; 

SCLC, small cell lung cancer; SG, sacituzumab govitecan; Trop-2, trophoblast cell surface antigen 2. aPatients with stable CNS disease for at least 4 weeks prior to the first study dose and all neurologic symptoms returned to baseline may be included in the 

study. All patients with carcinomatous meningitis are excluded from the study regardless of clinical stability. bPer RECIST v1.1. 1. Dingemans AC, et al. Ann Oncol. 2021;32(7):839-853. 2. TRODELVY® (sacituzumab govitecan-hziy) [summary of product 

characteristics]. Gilead Sciences Ireland UC, Carrigtohill, Ireland; July 2023. 3. TRODELVY® (sacituzumab govitecan-hziy) [prescribing information]. Foster City, CA: Gilead Sciences, Inc.; June 2023

21-day cycles:

SG 10 mg/kg IV on D1 and D8

(until PD or unacceptable toxicity)

Survival follow-up

End points

Primary

• ORR by INVb

Secondary

• DOR, CBR, PFS (all by INVb)

• ORR, DOR, CBR, PFS (all by BICRb)

• OS

• Safety

Key eligibility criteria

• Histologically confirmed ES-SCLC

• Disease progression after no more 

than 1 prior line of platinum-based 

chemo and anti–PD-(L)1 therapy

• Measurable disease per RECIST 

v1.1

• ECOG PS 0-1

• No known active CNS metastases 

and/or carcinomatous meningitisa

ES-SCLC Cohort

N ≈ 40
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Efficacy by investigator assessment

Presented by: Afshin Dowlati, MD

Patients without post-baseline response assessments were counted as not assessed (n = 1). BOR, best overall response; CBR, clinical benefit rate; CI, confidence interval; CR, complete response; DOR, duration of response; ES-

SCLC, extensive-stage small cell lung cancer; INV, investigator assessment; NR, not reached; ORR, objective response rate; PD, progressive disease; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid 

Tumors version 1.1; SD, stable disease. aPer RECIST v1.1. bIncludes patients enrolled on or before 27 April 2023. cEvaluated in patients with a confirmed CR or PR. dBased on Kaplan-Meier estimates.

Efficacy by INVa ES-SCLC

N = 30b

ORR [CR + PR] (95% CI), % 37 (20-56)

BOR, n (%)

Confirmed PR 11 (37)

SD 15 (50)

PD 3 (10)

DCR [Confirmed CR + PR + SD] (95% CI), % 87 (69-96)

CBR [Confirmed CR + PR + SD ≥ 6 months] (95% CI), % 40 (23-59)

Median DOR (95% CI),c,d months 6.3 (2.7-NR)

DOR rate at 6 months (95% CI),c,d % 63 (14-89)

ORR [Confirmed CR + PR] (95% CI), % 37 (20-56)
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Best percent change from baseline in target lesionsa

Presented by: Afshin Dowlati, MD

Includes patients enrolled on or before 27 April 2023. RECIST v1.1, Response Evaluation Criteria in Solid Tumors version 1.1. aBy investigator assessment per RECIST v1.1. bPercentages were calculated using the total number 

of patients (N = 30). 

Participant

B
es

t p
er

ce
nt

 c
ha

ng
e 

fr
om

 b
as

el
in

e

100

50

0

-50

-100

Best overall response

Confirmed partial response (n = 11)

Stable disease (n = 15)

Progressive disease (n = 3)

• 77% of patientsb with post-baseline tumor assessment had any tumor reduction

• 43% of patientsb with post-baseline tumor assessment had tumor reduction > 30%
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Safety summary

Presented by: Afshin Dowlati, MD

TEAE is defined as any adverse event with an onset date on or after the study treatment start date and no later than 30 days after the last dose of study treatment. ES-SCLC, extensive-stage squamous cell lung cancer;

SG, sacituzumab govitecan; TEAE, treatment-emergent adverse event. aIncludes patients enrolled on or before 27 April 2023.
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Any-grade TEAEs reported in 
≥ 15% of patientsa

Grade 1-2 Grade ≥ 3

Safety-evaluable patients, n (%)

ES-SCLC

N = 30a

Any-grade TEAEs 30 (100)

Related to study treatment 28 (93)

Grade ≥ 3 TEAEs 18 (60)

Related to study treatment 15 (50)

Serious TEAEs 9 (30)

Related to study treatment 4 (13)

TEAEs leading to dose reduction 8 (27)

TEAEs leading to discontinuation 0

Related to study treatment 0

TEAEs leading to death 0

Related to study treatment 0

The adverse event profile observed in this trial was consistent with the observed safety of SG in other tumor types



Target Payload/MOA Agent DAR
SCLC Activity

RR, DOR
Source

TROP2
SN-38; topo I inhibitor

Deruxtecan; topo I inhibitor

Sacituzumab govitecan

Datopotamab deruxtecan

~7-8

~4

N = 50, ORR 14%; DOR 5.7 mo NCT01631552

(Gray et al. CCR 2017)

NCT03401385

B7-H3 Deruxtecan; topo I inhibitor Ifinatamab deruxtecan ~4 N = 19, ORR 58%; DOR 5.5 mo NCT04145622

SEZ6
Calicheamicin; 

induces DS breaks

ABBV-011

ABBV-706
~2 –

NCT03639194

NCt05599984

CEACAM5
Maytansinoid DM4;

MT inhibitor
Tusamitamab ravtansine ~3.8 – NCT02187848

B7-H3
Clezutoclax; 

BCL-2/XL inhibitor
Mirzotamab clezutoclax – – NCT03595059

ADCs in SCLC: Summary



Conclusions

• Anti angiogenic agent combined with chemoimmunotherapy is a 
promising approach in treatment naïve patients

• Novel approach using BiTE platform to redirect anti tumor immune 
response wil l  redefine management of relapsed SCLC

• Antibody-drug conjugates with potent payload against tumor specif ic 
targets are now in development

• Translational research to discover and validate new therapeutic 
targets is needed
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